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Abstract: 

Abstract of JP731 6092 

PURPOSETo produce the subject compound having an improving effect on the 
astrocyte function, remarkably reduced in toxicity and useful for therapy of a 
neuropathy such as Alzheimer's disease, e.g. by conducting a catalytic 
hydrogenation reaction of a specified compound. CONSTITUTIONS compound 
of formula I [R<1> is a 1 to 10C alkyl in which one C is substituted with F; 
R<2> is hydroxy, a 1 to 4C alkoxy a phenyl-substituted 1 to 4C alkoxy or 
NR<3>R<4> (R<3> and R<4> are each H, a 1 to 4C alkyl or 
phenyl, etc.], preferably N-(1carboxyethyl)-6,6,6-trifluoro-2-propylhexanamide, 
etc., is synthesized, e.g. by conducting a catalytic hydrogenation reaction of a 
compound of formula II (R<1a> is a 1 to 10C alkyl in which one C is 
substituted with one or two F; R<2a> is a 1 to 4C alkoxy), etc., or by 
conducting an alkaline hydrolysis reaction of a compound of formula III. 
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(x) fc^frsiSMS] (r » ufs«I7;^ 

;i/ ; R* . R fi fiOH, (7ir;Hffi T)V^->, 
NR 1 R< (R a , R< tt(i) H, (ii)7;i/^;U, (ii 

i) Ph, (iv)7;W3*^:m#;p#*->^g&ph, 

(v) N^W«^», (vi)Ph, 7Jl=l=¥>'X\tt)J^=¥ 
v-^B«PhXtiN^a^igBSI7;i/*;k (vii) 

5/KS«;R 5 JJR' -CH 2 , R« , R5 tRUt. 
T7A'+U5 S > (R' tt(i) F (CH: ) . , F 3 C- 
CH, ; (ii)C im&TJV^M (ill) 7;l/3**>. -> 
9U7)V*)V, PhX«7x/^->gg|7^;P; R 8 

tt7;v*;u, 7jmt=*. 7;io*->, Ph^) . 

ttbl] 




[^*] 3t (I) Xtf (X) eDfls-&«aifffXtt^« 
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(I) 



R J C l~4W7;Pd*->g < 7iZ 

&«nr ! r 4 s r s *$«ttfR 4 tt-^n^n® 

41/TO) TK^K^, (ii) Cl~4©7;MMl'g, 
(iii) 7ir^S, (iv) Cl~407^3+->lSfc 

n*;^^->;w«T?S«i$tiTi'^7x^;p*. (v) 

(a)7iZ;H, (b)Cl~407;V3+->Stfcli* 

+ ;p^tb^ s nx ^ s 7 1 * •& ^ « (c) 
i fi^wr* 4-7 ao^sgxa&snT 
C 1 ~4©7JWS^l5t!i)\ -e-nsatae-g-T 

Sfc^bT. fc&'U R' ttF- (CHj ) < f — 
(CHi ) e — , F— (CHi ) Fa C-CHs 

anxt^c i~7 ©7^;i/Sssfc-ra^ i \zm 

[IflfcB 3 ] -«5t( I )T^$n^ft-&®JICfeV^T, 
R 2 *tfcKci*->g. C l~4£D7;Pn+>/S > 7ir 
1 flXg&SnTV>5 C 1 -4 ©7^3 

trrmxm i K:ge«©rt:£i8r. 

r» awr* r 4 s («*. r 3 *5«tt^R 4 a-e-n-en 

ffiiZLTd) *3SSK^% (ii) C1~4©7JW 
(iii) 7i^^i, (iv) C l~4©7;H3=*v-g 

* fc «* * yjHTgft * nr v» -5 7 x = 
(v) ^M^&m^wrs4~7M©a*si. 

tt(vi) 7i-;H, Cl~4(D7^3*yS*fcliA 

sr i <@^rr s 4-7 Mroa*SBTBi«i$ nxv> * 

C 1 -4 07MMSIW. )S^t)-r»«« 1 fc 

5 1 -«5t( i )T*3n^ft-&e»c^viT, 

R 1 dWR> R 4 S (S«K R 5 i5«£tfR 4 n-tn^a* 

2 m zrcte&mm^tmmM?* i flrr^frtsrr* 4 - 



6 - 7 j]s*n- 2 - -7a\d)l^v->m> 

5, 5-v7;^D-2-^Dlf;^>^>K, 7, 7 
-^7;l/^D-2-7 r Dtf;l-'\7 p ^>S, 8. 8-^7 

j^o-2-^'Dif;^^^>e > 6. 6 -i^Jktn 

-2-^Ofc!Jl/^U->K. 9, 9-y7iPta-2- 
^Pt!)Uy^->S, 6, 6, 6-hU7)^D-2-y 
20 Dfc!A^S^rD->K. 8, 8, 8 - h »J y)l^rn- 2 
nfcMi^^*>g, 7. 7, 7 - h'J^;^D-2-y 
DKJK^^i, 9, 9, 9-hU7^a-2-y 
UM)V/-r>m. 4, 4, 4-h'J7Wn-2-^D 
tfJV^>K» Sfc«6, 6. 6-hU7Mn-2- 

7n t!;i"\*-*>& 2 - 7xn^x?^xX7-;VT-a& 

siwtEiciHts©^®. 

[»*«7} 6. 6, 6-h'j7^tP- 

2-^ntf;P-N-(4-^ b*i/73i-M^3rD->T 
5 H. 6, 6. 6- h'J7;^a-2-7 , Dtf^-N- 
# ^>yJl/-^>75K, 6, 6, 6-h'j7Mn 
- 2-7"n hf;i/-N-(3-VfU-^;P)'\+iJ->T5 H. 

*ft»6, 6, 6- h«J7;p^a-2-^ni;ji/-N- 

(3-*J^^->7xXJW^-y->T5 HX*^b»*« 

i (-ffi«©ft;£®i. 

[»#*8] it&VMfi* N-(l -TJJP^^PX^ 

;W-6, 6. 6 - h u 7;u^-n- 2 -^Dtr;^^-y- 
>75 Fxa&SfS2&« 1 fcgB«E©^tr. 

[SUR9I9] mim\\z®m<»-m: d) x^sn 

[ffcf&SU 0] (i) (II) 
Hfc2] 



a 

COR 2 * 



(D) 



(jC*. RWi, lfl0ft*JK7£7?SJK?*fl:i;fc 
rS2<Sg&LXH.5C 1-1 0<DT)V*)l3i*&t>V. 
R"«Cl~4©T;P3^S*St»-r. ) X^Sft-S 
iifctt-jKiC (V) 

Mt3] 




COR 2 * 



<v> 



(St*. R 14 tt, m<D^giS^{C7i;l!lJS^*t3fflg 
&bXl>4C 1~1 0©7JU*;Vg£^*>U R'*tttfi 

50 «JC (VIII) 
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Kb 4] 



(vm) 



(i£«P. R l '«. HHW^®Tfc7«y3}lgT*<3fH11 

&uth-5c i~i o<D7;^;ws*^t>u R"ttiisr 

(I -a) 

Wb5] 



(I-a) 



satiate^**™* u in#aHirr**». 

(iii) -&5£ (I -b) 
Hb6] 



Ol. 



(l-b) 



fc***Bfc* QHFt (i i i-D -«5S 

(A) 

HNR ! R< (A) 

(:£*. R 3 *3«fctfR< MtlWEfcHC****fc>T. ) 
"Ca*3n«ft6tt. Sfctt, (iii-2) -fl8!5£ (H) 
R 2b -OH (H) 

(SC1», R»B7i-JHlfflTB^nWSC 1~ 

**39»» £fct;t(iii-l)'VS&L&-HR£ (I-c) 
Mb 7] 



CONRW 



(I-c) 



•c*snsfb-&^tf, nr 3 r< *t7sy«g|S-pa&o 
s( i )T^*n5<b^©sBi^fe„ 

[ifcftJfil 1] HKS (X) 
Mb 8] 



(X) 




fc!4«*at^**t>U. R 6 tt. j£R 7 -CHi -*& 
«R 8 -ffii%£n&&«£i>r4>. R 5 tR" tf-ttfc 
4^TC3~1 0O7WJr>iStt>U R 7 ttF 
- (CH 2 ) . -S (£«K m«4~6<DSEStS:S*3 
T. ) , Fa C-CHa &*JreiSfel±2fl-V 
B8lSnW5C2~l 0 *8^ttCl~ 
407;^*^, C 3~705^ : ?P7;i'^;i'S, 7i 

s^*T«^$nrvi-5 c 1-5 erjMMir&tXto 

20 U R 8 «(i) C3~l 0O7;U+JkS, 00 C3 
~1 0(D7)ldr-)^ (iii) C 2 — 1 0<D7)V=i=¥^ 
£. (iv) C 2 ~ 1 0 <D7 )V*r)Vtt&. (v) C 3 ~ 
7®->^DT;l-*)PS. (vi) 7x^;wa*fctt(vii) 
7i/*->IS«bU R 6 IJtHa+->^ Cl~4 
©TJUn^->». 7iZJ«lflT?i«SnfcCl~4 
©TJl/H^S, S&BNR 1 R 10 S (&■$>. R 9 4s«fc 
tfR»tt**M?*l«SiL.T(l) (ii) Cl 

~4ffl7^S, (iii) (iv) Cl~4 

a? 7in;i/S> (v) S^Jli : -*HB#%-r«4~7M© 
«s!§*. *fcti(vi) 7i-;H, ci~4©7;^ 

isfttnic i~4cdt;u^s*^t*\ -ens 

a 2 fl£&tts*ic?&ftXK?- & i ■r^ssrr* 4 
-7fl®«a*iffi^!aifc«T5/Kgis*^-r. ) r 

30 [i$«12] — «&<X)Tjjs«*n*'fb'8'«lfc*Svi 
T. R 7 #tF- (CH ! ). -g <IM». mtt4~6© 

ss*^*>-r. ) *fcf3Fs c-cm -s*«fcT» 
#s 1 1 iz&McDMmm&mi. 

[■r&JH13] -KSC(X)T^$n«^i»»C*Vi 
T. R 8 j6*C 3~1 0<D7JV*)V&&&t>-m#mi 1 

[»$ii4] — «^(x)T7K$n-5^b-g-«nc*^ 

T. R 7 *«m^^l*fc«2<@-ce«$nTViSC2 
~1 0 7JWH. SSV»»4C l~4<07';P3^v'S. 

C3~709->^d7\»i^;i<«. 7iz;«ifcB7i/ 

^T->»A^Sfin5 1 3:&tt2<S©15&gt?B&;SnT 
V»*C l~5©7 , ;i/*;l'S3;;fcSR« **C3~10©7 
)H^-^i, C2-10O7*3*5'I. C2~10© 

7i/ + ->SSfcliR s tR 11 **— «lCfcoT. 
C 3 ~ 1 0 ©7JP*U 7 f >£&&bt-|t3&6 1 1 fcE« 
©AHflifKfcSaB. 

[i*si5] -«sc(x)T^$n-5-fb^fc*v> 

T. R 6 **HHD*i/S, C l-4<D7;io*->g. 7 
50 x^JWglfflTB&snfcC l~407)l'3*i'$** 



Patent provided by Sughrue 



PLLC - http://www.sughrue.com 



(4) 



7-316092 



X. R 6 WR' R^S (8*. R» *J;DtR 10 fi-en 

j enast:bT(i) 7kmm=?> (id ci~4©7j^ 

;i^S. (iii) 7i^M, (iv) C l~4©7;lo=*v' 

(v) £^M^£l<H^rr5 4~7M©&i&|g, 
tt(vi) (>)7i-;H, (b)Cl~4©7^3+->SJ 

(o sasnt^- £ i e^fr-rs 4-7 *»ig3s§gTe 
msnt^-sc i~4©T;mr;v*&*t»-r. )satfc> 
-r»*« 1 1 Kl2«wfl;-&!8r. 
[f*fi7] -«SC(x)T?^$n-5^1»frcteVi 

T. R 6 WR' R 10 fi (&(K r» *«ktXR 10 tt-€rtl 

fctt 2 mtzrcummm? trnm^z 1 ra-r o^rr* 
4~7fl©iSfBig^sfcttr5yBiss***3r. ) 

[il*^ 1 8 ] ft;^**. 7 - 7 JM-n - 2 - 7u \L 
5, 5- hU7;^a-2-7 r Dtf;^>^>KT7»-5 

im&m 1 9 } it&m*. 2 --/a \z)v^>? 

2-7a^^>i, 2-:t*dIMWH}->&, 2 
D\d)iy±>m, 4-*T)V-2-zfu\Z)V^>5>> 

5-^5 i ;p-2-^ , atr^A.+tj->K, 

-2-7n\±)\,*9?>8L. 6-*r)l-2-7u¥)l 

5, b-i>^)V-2-ZfU\±)V^^->n, 6, 6- 
z?*9-)l- 2-7aifJl^^>m. 2 -X^;i^=HJ- 
^fctt2-i;nQ-2-7 r Dtr;i/^>^>KT?» 

[»*JB2 0] <fc;-&<Kf*t, 7-?dd-2 -^"ntf;i/ 
^y^>K. 2 -^>>?;i^>*>6&. 2- (3-7i 
=.)V7u\i)V) *>9>& 6-y^-)V- 2-7nt? 
;p^-9->K. 5-7i/^->-2-^ , abf;^>^> 
2-->^D-\+y;M^;^>^>K, 2- (2- 

2 -7nejK>?>t, 2- 

J10 ^>^>St. 2- (2-*h*ioc^;io 

R. 5-*h*i>>-2-7'uV)\,'<>?>m, 5-Xh 
2 -yn t!7K>^>|i. 6-^ h^r^-2-y 
DtfJU^^+h^ 2-7i-M>^>i, 2-7i 

y*->^>^>e. 2 -->^n^>^u^>3'>je. 2 
-^{/a^^)V^<>9>Wt, 2-'\y=f-)\r?*'\y9 

>®, 2 -T^DtfjU- 4 -^>^>^, 2-7 r Ofc!jP- 
7-*9t>M. 2-7*D#*->^>^>K. 2-Xh 
+ ->^>^>g. 2-^K^^>^>K. 2 -'Of 



*fctt2-^"nt!jl,-2-^>^>K-Cft^a*ai 1 

[9**2 1] 2-7*Dfcf;P-N ( N-i? 

>fJWi'?>75H, 2-7 r Dtf;i^-N-pl5 1 ;^> 
*>7SF, 2-7'nW-N, N-i?*^)V-*>jr> 
75 H, 2-7'DWi'^>75K 4tB2-7'n 

*fcti4- ; E;v*u/*j|.5j<x;i/5 i *>T»5 
m*m 1 1 ce««)B«ttafc«»». 

[f8?8<D§¥aH&3&9I] 
[0 0 0 1] 

(i) 



to 0 0 2] 
Hfc9] 



^^COR 2 



(I) 



[0 0 0 3] -r^T^E^tt^fHtBCSflc* 

ffi. ^«fcaf-e©K#im«, (2) -i&ss (i) x*sn 

(I) T^Sn5^>^>KSI##. ^(0#3ttJg*«t 
30 ^©KfWljtWSjg^, 43«fctf (4) -«5£ (X) 
[0 0 0 4] 

Mfci 0] 




(X) 



COR 6 



[0005] -t^.x<Dmmt^mtmcM^ 

[0 0 0 6] 

^<6*t. te©Xi-o>a>£<Dft3!£gt+®£##gg 

n rj ^t©- i-n>tceA en^.. — 7j, ^'J7ffl 
50 SJiXi-oxoffi^^^-rs. AfrWlcB. Xi- 
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(b: 

7 

mm^&ftZo 4>«#S*T«7Xr-niM K 
JSfcttv'a.y^ (Schwaun ) V>h^ (mantle) 

)V (ependymal ) m&*W7m&<DV>£'D-C$>Z>. 

to o o 7] -zL-vi><Dmm- Mt\t3nzm§ntiiiim 

[0 0 0 8] ft*. #ift£ft&igl (77ky/vf 
#f8ft®rt;fiL ffFftiKffi. i!feft«ra:85Efc<»:) ©JSS 

ifcU giff-C«zii-n>^OHtjy'JTaBK, 4#lc 

fcttfe [Scientific American, p. p. 44-52, April 
(1989)] . fc-tffcS, 7Xha^hAtra-D>0$ 

73 /mm oar, GABAtisffi-rs. ) ©ttim # 

w?zmm&®m&&CT^zz\£ifiwe,fr\zt£-?&fr 
<omm& \z »&mtiBW*Attt - 1 e. n 

•5. 

[ooo9] ffisstwroasjiajartT, n^.-D>5E*^ 

y7^w:/7XhDlM McJ:SU7^xW^7X h 

o-tM r-v-xaiKs&snxv^ a. Mat., 106. 471 30 

(1970) ;Dev., Biol., 72, 381 (1979) ;Adv. Cell. N 
eurobiol., 2, 249 (1981) ] . BfMMCHM-rS U 

fittCDR^T*5i:^5#^*«fc.5*^ ftifi. 'J 7? 

n-t)--f h ->XCOJS*iJS^-aL-D >«D^ 

ttKS^5i^jg^-ri:t^is-r5ffie*t^$n& [Sc 

ience, 237, 642(1987) ; Brain Res. , 481* 191 (198 
9) ; m& 547, 223 (1991)] „ 
[00 10] £©3S»K£fCfc-ra>.5'J7?^:/7X 

h dim h&*>\m4 owmtEMtom^v-i vti-i >© 40 

tktiiifi$&tt>t>nT^Z>& [Cytobios, 61, 133 (199 
0)] , €-©5^ #KftB-f^t*fc(Dtt#Jgj«fiB? 

(NGF) [Biochem. Biopbys. Res. Commnn., 136, 5 
7 (1986); Brain Res., 560, 76 (1991)] ©fttfifcj:** 
j3-73D^ KMBfrSe (0-APP) [Neuron, 3, 
275 (1989) ; J. Nenrosci.Res., 25^ 431 (1990) ; FE 
BS Lett., 292, 171 (1991) ] O^T?fe5. 

[0 0 11] /3-APP0)3£g«\ U 7*5^^7* h 
D»-f h#t/3-73CK F<Z>&fiT*5<>jfEft£;Ri8b 
TfcO, S-7SO-f Fit*t'J7*7V 77XhaiJ- 50 



&W¥7-3 16 0 9 2 

-f K->XtttSS^M«*i»^fc«yS3nTV^ [J. N 
enrol. Sci.,112, 68 (1992)] „ 0-73n-fF*fc» 
#«Stt««©^T?a5^7;k^/N<T-«UC#® 

[Proc. Natl. Acad. Sci. USA, 82, 4245 (1985); 
Brain Res. Reviews, 16, 83 (1991) ;TIPS,1Z 383 
(1991)] . 

[0 0 12] Sfc, UT^T-^fTXhU^-i bfrZft 
UJStlfcNGFtt. /3-7SD^f H*t*-rSW«i««fil 
ft [Science, 250, 279 (1990)] ©fflfiSft^S 1 0 7jf& 

Jia-rsf^ffl^wr-scit^Mmsn. ng f t> 3—7 

SUTviSCtj^WBLTv** [Proc. Natl. Acad.Sc 
1. USA, 87, 9020 (1990)]. tit. /3-73n-f 
^^3>K^N-^^-D-7X/l7^>ffi (NM 

da) <z>«k5&#sstt7 s ;m\z&z-a.-u>K&fe 

mtZ>Z.£%&mZtXT^Z [Brain Res., 533. 315 

(1990) ] . z\n*><Dmn\t> rfrvmT-mtz&n 
s/3-73n-f vwzmt^mmmn.&miL^zm 
*t#Asn-5. ssicSjE, 7;py/W7— #n?7* 

hniM h £*x. La>fcU7*5rV 

77X haiM h*tg[»7;P^A'f 7-So%iCH^ 
bT^5<DT«fcv^ifciig?$ttTv>.5 [ Nenrolog 
y. 40, 33 (1990); Neurobiol. Aging. 13, 239 (199 
2)] . 

[0 0 13] l^Lftj&tS. fSTSfe. l)7?5V7*7Xh 

1)7^5^ :77Xh DIM h<0^a99«ffi*ia^fcii& 
fc, ?y ^$^£Ae©ffidlffi^£mvrU7?5^:/7X^ 
^■iH• b<DWSmiz^-c&mv%L. BK£^Jd 
feSfcJlCJfcaiLfcfg, 7Xhn-y-f h£#i£K«fc0J§S 

1M F©»£<fcft£»l<ift^U7KftgB (GFAP) 

[0014] znz&mmLtzox.-v. ^tzt-j-jt 

"b-jeo^S^U^^aafttt&^ofc^ «iMfto5 

««t&-r*^GABAAS?Ffr©i6fftt, mm*?* 

ft 7 3 / kt* 5 ^ u -> > izn-rz &®fre>fe&i>mm 
KP5IH7X haiM" hwttiSJftoKaitE^fiT-r*:: 
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(6) 

9 

[0015] si±<Dzt*m®irz>± % mf$gm\z\*7 

X h nt-Y hOGABAAt§#«S^ilTU V79 
<8>K^1H' bft-l >. ^CNGF^S-APPOltS 

7X h-ntM" K©GABAA§W^iCiS*BfeS-rSCt 

[0 0 16] JB^tHCfcHTtt. «lfiLXa.-n> 

«-y--fX>X|*, 1991^ 9 3^, 5 21] . &v>T, JH 
j$B-*>fl8MB «r*b**7X hniM h->X) tfffiSdl;: 
SCO, oVMrttJEKSS. foT. TXhniM b<D 

[0 0 17] 

[*£*©&#] dn*T, 7XhPt< KDGABAA 
[0 0 18] 

L-fcJSS. *%WW^>^>KSf«ff*tGABAASS 
[0 0 19] 

nfc$9g&<b£«n?<&5. £fc, -flBfiC (X) ts^n 
^>K- 2-7u t^;u^>^>73 H. 40 
2-yDtr;py^->s. 2 -7a¥)i7j3> 

K. 5 - * 2 - ¥)\,s\3-V->m. 2-^yu 

^;uxx-rJk 2 -is? DAfyM>^>Sx?;n 

X5=-JK 2- (2 - D^^->JbX^;V) > 
8. 2- (3 ~^^a^^)V7a\iM 
7 -y)l^a-2-7a}fjv^7^>m. &-y)V*a 
-2-7u\£)V*i>9>m.. 9-y)V*u-2-7a\£ 
frJi->m. 5, 5. 5 - bVy)V*U-2-7'n\f)\, 50 
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[0020] fll^Ji, 2 -yDe;^>^>Ktt/t;P^ 
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>^>K«AVpynll©ftiH!fei:LT. 2-X^ 

2 -x^;u-N+-y->K^<t^2-yntf 

* [Neuropharmacology, 24 (5), 427-435 (1985)]. 
[0 0 2 1] 5, 5, 5 - HJ:7JM-n- 2-7u\Z)V 
^>^>ffittSt^>*>^i:bT!(fiB3F 6-116200JCH 
**nr^5. &Tfcg«-r5fls£<f&te. Chemic 

al Abstracts ServiceC*^T^^IT*-5*t, UTtl* 

-NO.T&S. ) . 2-7u£)l^7?>m (31080-39- 
4) . 2-7U\l)\,*>7#>m (31080-41-8) ,2-7 
U\Z)l>/i->& (65185-82-2) , 2 -T/nfcfJkT^^K 

(123790-07-8) , 5 -^^-^OfcfJI^^-y-^K (9 
4072-28-3) . 2-is?ns\*is)V^>?>m (19986-1 
6-4). 2 - a^^K>^ >S^?JH7rJl' 

(102617-56-1) , 2 -y^D^y;K>?>Klf 
;HXrJP (22579-21-1) , 2- (2 -v^D^S/Jt, 
X^;W ^>^>K (28396-40-9) , 2- (3-S^D 
^^S'JV^nfcfJW ^>^>& (15331-26-7) , 7-7 
)V*U-2-7~U\Z)V\79>m (6863-43-0) . 8 - 
7)V*U- 2 --?U\t)\,*7 9y&i (3847-39-0) , 9 
- 7)V*U - 2 -7a \±)\,J i->m (3847-35-6), 2 - 
?QD- 2 -^Dtf;^>^>K (143100-15-6) . * 

fc. 2-^atf;i,^^>KiJ«t(^2->'Dh;;py^-> 

[0 0 2 2] Sifc. /WyDSC7Xf-D^ h»t^-r 
S^ffltUTlt (1) r-75/gS167'5/ h7>X7 
1 5— t? (GABA-T) »SS«I«I-r-5J:t [ Neuro 
pharmacology, 25, 617 (1986)] . (2) Zi'y—fy^^ 
7lV&®#-?& 5^'J7t-hv3<^7'Df'f>C!)58 
SS8#-r-5wt [Braiu Res., 4J9_ , 131 (1988) 

] . (3) ifVymfommteW® [Brain Res., 554, 22 
3 (1991) ] . *«tlX(4) GABAIRt)ji*-©&»&OS 
[ Nenrochem. Res., 17, 327 (1 
992)] *t<**-?lC»SnT^£fc*ttt?»oT. 

•fZftm\Z~Z>\,iTl±±< tt&ftTWito. 

[0023] *fc, ±m<o / Am<D«Fma^wv7amifi 
U7ff^^7xhn^ h <z>mmvmm&&*rtz c 
£& ; ?m?zct\t±<*i>!m-c&z. 2-7 
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Ttsi$nT»5c i -407jwn*gt)m -e 
2 <@$fett^sTin^^* i <Bf o^rr 
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-r. ) -e^3n.5g££*rr. 
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10 *»MT*&ttiiBMHT-ft»bU R s «Rt -CHi 
-*&ttR« TSSnSS^ijt^. R s tR"*l- 
«tftoTC3~l 0O7A-+Uf>iS*t)U R r 
«F- (CHi ) „ -3£ (««K m»4~6 0Hc^ 
fc>1\ ) v «[*®Tl*«:tt2fflT?BlftSnTV»«C2 

-io 7;^;w». W4C i ~4<d7;1/p^v'S» 

6 jSkftl* 1 * fett 2 <B«>@«*T'fi&£tlT 

i»*c i-5©7;^;vs**toU r 8 tt, (i) c 

3 - 1 0O7^;i«. (1 i) C 3 ~ 1 0 0)7)V*r—)l 
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30 *. (v) g^M^£l!@^r-rS4~7J|fiD«j|i51. 
Sfc«(vi) (a)7xx;i/S, (b)C l~4C37;l/P=^ 
->SS£H*;P#+ ->;HTS«$ *1T V> £ 7 x -A, 

**^tt(c)^n^*na^-r54~7s»fi 
iSTMsnxv^c i ~4©7;k*;i/S^t)-r 

**rr* 4 ~ 7 m.(omti&.mm*.Tz.tt.7 s. 
[0 0 3 1] — jksc (I) R> «i«t>-riiBo«s 

m^*n~3flCD7^«S^TMlftSnT^-5C 1~1 

o©7Jk*Jk£i:tt, *^;k x^jk ^pfcfjK ^ 
;k 'N+->;k ^y?^, ^-^^k yx 

^*ii. 2ifctt3<a©7-/^TT@m3nrv>5s 

0<D^^H^*t 1 ~ 3 ®my ymM^-vm&ztiT^z, 
c i - 7 ©7;^;i^t?»5. 

SO [0032] R ! £fcttR« tioT^SnSC 1~ 
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•J>aT*4. R } £,J;tfR 4 . *&ttR 8 43<fctfR 10 

[0 0 3 6] AftWICtt. yjyX 77^X -fe'J 
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»*bt»7 3yesstt^u-»ss-e*i.„ r' *»s 
t>-T C 2~io <D7J^;PSttt» xg\>k 7n tf;k 
:/^;k ^>^;k ^\*->;k ^\^;k *£3\>k y 
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~5<D7)V*)l&t\t. X5^k ^DfcMk Zf 
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*^t>-TC3~i 0©7;i^;ust«, ^PhTJk ^ 
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[0 0 3 8] R 8 j&t^fc-TC 3 ~ 1 0 07)V5--)Vmt 
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n^wMtt4*ST*o, vs-rn*)»iLn. 02-10 

^f^k^-^x ;z*t*k 5*^;k^-*v'S* 
•t^-esnositfrSTfS&iD. tA-rnfc#£Lir>. 02 
~i o©7;u*;k^*stl±, x^;k^^ ^dw? 

^?Jk^^-, i>f;pft, '\*>';P9 1 ^-. 

7«->^P7Jk+;i<'St». v-^p^pfcf;k ->^p^ 

^Jk >'^P^>? 1 ;k y^nA^y^Ui^y^DA 

^jwsTso, ^-rnt>^*L^. r 5 tR« i dt— ts 

lC34^)T*t>-r, C3~l 0©7MUr>ltlt y 

neuxk ^Urk ^>?uf>. -v* 

[0 0 3 9] -JfeSC (I) T^$n-s*^iT:^05 
[0 0 4 0] 
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COR 2 * 



(V) 



<I-b) 



COOH 



[0 0 7 1] 



Ufc2 0] 



Patent provided by SughrueMJon, PLLC - http://www.sughnje.com 



(24) #8B¥7-3 1 6 0 9 2 

45 46 



R 1 '- 



(DC-3) 



1) LDA 



2) B-CHO 



COR 28 

(DC-2) 



OC* 



J£jKX6jg(A-1)(c&< 



[0 0 7 2] Kfclgj£tp, R»"tt» lflOftftJCTe: 
r- >S** 1 BgftLTV>£ C 1-10 0>7)V*)V&& 
SlfcU R^ttlfflW^K^fctHn^^SAUflg 
tfcLTl>>£C 1-1 OOTJl^t-g^gfrU R"ttl 
leaflet Fn^->i*« lilfttTt^^ 7 
y%ffi?W3mW&lsT^Z>C 1 — 1 OCDT;^!^* 

DBUtlll, 8--^T1ftfi/^P [5, 4, 0] 
-7--^>x-fe>*«"*T2.Xe(i) ©gftWc^JPS 

> (THF) , ^X^vJl/X— 5S>k inx 

**y-;k x*/-;i^) *sfs&HaT. 

0-8 0"C-CSjCS-&-5Jli:fc«tDfTAt)tl-5. 
[0 0 7 3] I^ii)©7)k*Uin*^K&tt&»T? 
TKtJgaL^-S^TftlSttE (THF. 

fclirn5©I^«f) «P. T;U73'J (*Kft;#'J* 
A. *Kffi:?-MJ9/»«) ©*S«*ffi^T. -10- 

i o o x:<om&-cfff£t>nz>. ikiii-d ©ts 

ifc£-frfc&, (THF, mc*?V^. 

hJPXX ^X^JkX-y-JI^F) jSHNR 3 R< 
(it*, R 8 *5«fctfR« teWffii^Ufii*£*:b-r. ) 
TStns, «ST-5T5>Sffl^T=iRT5> (HJ 
XfJP75 »#ftT*fc»##*ET0'C~4 0*C 

[0074] &m*mmua5ifo\twmiimifc-c& 



20 



30 



COR 8 * 
(DC-1) 



DBU 



rOl 

R v^N 



COR 23 



(vra) 



'J^nj-f H SEJfcS *gf£fr«jgi£ (T H 
f. auty^kx h;kn>, yif*x-f^?) 

f>, i£R* k -OH (5£*, R lb tt^fEt|^Uai**gt) 
3> (h'Jlf«-75>») ©#4T*fctt##«ET0 

«sc (x) TSRsn*fca*tt. (o -as^s; (x i > 

[0 0 7 5] 
Mfc2 1] 



(XI) 



[0 0 7 6] (5t«p. R"ttSCF- (CHi ) „ -g 
(g«K mtt4~6©JijSc*^fc-r. ) T^Stl-SgS: 
SfrU R 8 'BC l~4©7;Pn+v'»<&^L, < nte 

-«3£ (XIII) 
[0 0 7 7] 
Mfc2 2] 





(xni) 



[00 78] (j£tp, R 7 'ttFs C-CHj jgSfl 
iTPl *fcli2iTt«^nTH5C2~ 1 0<D7)l* 
JkS> S&ttCl-4©7MJI'S > C3~7©^D 
7)Wr)l&, 7 iXJPSStli7 x y*->Sl £fctt 2 
<lTg&2ftTV>£C l-5©7;k*^S£g:bU R 

*Stt*^®bnRiS»c#Tdi. (u)-ffis; avi) 

SO [0079] 



Patent provided by SughrueMjon^ PLLC - http://www.sughrue.com 



(25) 



47 



Wfc2 3] 



(XVI) 



COR 



lA 



(XIX) 



'(CHs.J.T "COR 88 
CO 0 8 4] (5£<K -r^TOffi^«WiBtl^Uit5|eSr 
*bf. ) T^n^ftt, Hfi^t (F) 
R"-I (F) 

(3£*, R«MJC2~10©7MM*St)t. ) ~C 
*2tlZtt.&V)ii&Rfa2l£Zii\ (v)-«SC (XX) 
[0 0 8 5] 
Wb2 6] 



*COR B 



(XX) 



[0 0 8 6] (jS*. R ! 'B7iZ;H, 7i/+->S 
(G) 

[0 0 8 7] 
Wfc2 7] 



*(CHa), 



(G) 



[0 0 8 8] (5£>K ntt«ret(^cs**^t>-r. ) 

T7ii2ftZ>{£€:®>t*fc!&2-£Z>1>\ (vi)-|E5£ (XX 
I) 

[0 089] 
WC2 8] 



10 



[0 0 8 0] (5£«K r ,, SC3~i o©t;p*;vs* 

^^n5fl:^*g?«*^tniRl£:Cf=t-rA\ (iii) - 
[0 0 8 1] 

Mt;2 4] 

- /v (CH 2 ),r^ >v coR 6 » <xvnn 



[0 0 8 2] (:£*, -r^TOlH^tt^gatl^Uji:!** 

3*-r. ) T^ans^^t. hssc (d) 

R"-Br (D) 

(:£*> R 8b ttC3~l 0<D7)l>T-)m&mt>T. ) 

T^sn-5fl:^4Sj*fctt-jRS (E) 

(R 8 '-S) 2 (E) 

(jc«p. r"UC2~i oo7;wn««bt. ) t a? 
^£n£fc^&,t££j&£-»i-**\ (iv)-fl8S; (XIX) 

[0 0 8 3] 
Wb2 5] 




#51^7-3 1 6 0 9 2 



(XXI) 



[0 09 0] (JCif", R !, BC2~9®7JW1^*S 

^$ns^^«5*KitK«t#-r*\ (vii)-«sc (x 

-a) 

[0 0 9 1] 
ltt.2 9] 




(X-a) 



COR 6 ' 



[0 0 9 2] (iC«P, -T^TCDiB^-ttfJiaiKUjgflcS 

(viii)Hes (x-d) 

[0 0 9 3] 
Hfc3 0] 




(X-d) 



COR 68 



[0 0 9 4] (5S<K T^T05gB^ttiaiBtl^i;*flc* 

50 fclCtf-T^, (ix)-figSC (X-a) 
[0 0 9 5] 

Ub3 l] 




(X-a) 



COR 6 * 



[0 0 9 6] (iC«p«>iB^«HirEt^i;«*s^t» 

GO (X-b) 
[0 0 9 7] 
Wfc3 2] 




(X-b) 



COOH 



[0 0 9 8] (as*. -r^T©gB#ttif[fetHi:js«c$ 

(x-U-JgiC (B) 



50 HNR* R'° 



(B) 
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(26) 
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49 

Tisnsft^ft, *fctt(x-2)-)gic (J) 

R s > -OH (J) 

R 8b «7i-ji/*na-z?Bss^nfcci-47 

[0 0 9 9] f;fc> — fl25£ (X) «K NR 9 R" 35*73 

$nTv^v^b^ssifi-rs«-&«, rjs (x-i) © 

75 HftSJSTSSjgbfc-ie^ (X-c) 
[0 10 0] 
Hb3 3] 



U" (X- 
rS--^CONR 9 R 10 



c) 



50 



10 



* [0 10 1] (3£*. -r^TOE^tt»i2tHi;jgl!lcS 

**?-r. ) -e^n-afc^*. nr 9 R io a*75y» 
Sisrsr t*tr#s. -«3t ai), am) , av 

1) . (XXI) , (X-a) . (X-b) , ii«fctf (X- 
d) fSSnSft^flt ^©RJSIgjS (B-l) 

(b-2) is&zf (b-3) »c^sn-5*stc«toais 

[0 10 2] 
[ft 3 4] 



Rflsxsa ( B - 1 ) 



R w -CHO 



J 

<CH2)n 
(XIV) 



V (CH2)„ daet 



(XV) 



(xn) 



3 Te 



COR 6 



(XI) 



Xg(i) , 

R *^ k COR 8B 



(X-al) 



(xm) 



[0 10 3] 



[flS3 5] 
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51 



(27) 

gtSHIsfc (B-2) 



#W¥7- 3 1 6 0 9 2 

52 




[0 104] * * U£3 6] 

JggXgfeg (B-3) 



LDA 



•(CH 2 ) n -^^COH B 

(xvm> 



r7 (X-al) 



R^-CHO 

(K) 



^(CH 2 ) n 
OH 

(XXII) 



R-^COR' 



1 (X-a2> 



I lA-a) 



"COR 8 * 



18 ( vii ) 



IS < viii ) 



"^<CH 2 ) n 
X 



(vi) 



Lr 11 cx-b) 



R 5 — COOH 



Lci 



(X-d> 



1) LAH 

2) PDC 

3} NsCtQa NaH 2 P0 4 



[0 10 5] K^ISiC*. R'SiitHO- (CHa ) 40 

.- (3£n>, ntt4~6©ssc*^t)-r. ) risns 

£&XfeU R 7< ttiCHO- (CHa ) .- (5£*, n 

nmi2<ht^i:*i***fc-r. > -^snss. f 3 c- 
ch 2 mmm? i*fc«2<H-eB«^nTv^c 

2~10<D7MJ^ S&BC1~4 07W^> 
3. C3~7©-> ! ?07\>MMl'3, 7xz:JP«*fctt7 

*foU LAHttt>J?'JA7Jl'5-'?At K'J F£\ 50 



P D C fctt^* P AKfc! »J A SriftUfc-r*. 
[0 10 6] *BJjffl#©^^(C^ViT, Rfo&mit 

[0 10 7] 
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n£i>t?2z. (vii) r^^n-sfl:^ 

[0 10 8] 
Mb3 7] 

/\ .CHO 
HO 



[0109] tf^^ns^ufiipis^nTiiS. s 

Jt. -*5£ (XV) TjS£n*fc£<8j©5^, 
[0 110] 
Hb3 8] 




[oiii] -c^n^^mtmm^nT^^. £ 

-IKS (xx) T^3tx-5ft;^CD5^v s£ 
[0 112] 
[ft 3 9] 




[0 113] T^nSfc£4&fi*JK£nTU£. £ 
it. H&iS (VI)^3ft-5ft£fc©5^, 5$ 
[0 114] 
Mb4 0] 



(CsHsJa — P COOC 2 Hs 

[0115] -^sn-sfc^Bitt, mwwss© 

[0 116] 
Wt4 1] 




[0 117] TSSnSfc^t, TpfigCOhU^x^ 



(28) #88^7-3 1 6 0 9 2 

54 

&©Sjfc&j£«:, Physiol. Cheat, 282, 137 (1947) 
[0 118] 

[*IS9Hfr&$&©£g3»tt] -Htot (I) T^StlS* 

%Wft^-«j*«trx-^a; (x) -c^^n-5ft'&(i&, *n 

io «a«> m 

&fsj£jn (#5Stt®ft;fii^) . mmm mvtwmmm 
^) . aun*> mmm. ^Dy^iA-F-t 

[0 119] SHRM 1 : 7X hatM" h©««B3**flsfl§ 
MR*)*] 77 ha-tM" hco^S : h (1 0 

<&) ifl*>±m&mm\s. mmm^yuxv^^-i h 

a> ^XKTflagLfc. 0.25% N'jy-»*«t(yJ0.02%D 
NaselCTffllU 1 0 %FC S -DMEMTJBS 

ifctU io%fcs-dmemi;tr 

f^r>il:»au 3 7-C. 5%COt 
ft=TT«^L«:. 2 4B#|BJ«Jgaifc#fc,fc9, ##^{4 

FAPistt«fflia-cifeofc. 

[0 12 0] GFAP^*:|3<fctfGABAAg$#:j£ 
fir : 7XhD»-f h©««BS:SfPffl«. GFAP^Sli 

£ z* g a b a Ag&##g©«-raifw*fBs 

(CTKS&H3tTC 3 X 1 0' 5 M GABA8#KJ; 
•^T^e^n-SC 1 -«g&*W£bT. GABAjfcg© 
mmtVTcc 3SfcJSill 1 aSK. GFAPMfE 
L I SAffilCfcoTSfitLifc. fc*, **fcJBV>&/W< 

[0 12 1] [iKm] «S**^5Jw*-r. Jteb, GFA 
P dfttt*fflRIIK*rr *Jfc-c** bfc. 

40 [0122] 
[*1 5] 



Patent provided by Sughrue Mjon, PLLC - http://www.sughrue.com 



f 29 ) #^¥7 - 3 1 6 0 9 2 



£5 : TXbn?4 hOffl&SLnftm 



m m 


« & 


GFAP^ft 


GABAA 




(nH) 


(.%) 


(rt:ieaa±S.E.) 






100. 0 


90 ± 43 




0.8 


30.8 


254 + 108 


VPA* 


1.0 


86.3 


432 ± 98 




8.0 


44.3 


1301 ±156 



* VPA ^^-/uK^r-U^AJg 



[0 12 3] &Sfr*>t>frZ>£5\Z* 2f:^{CfflV^n 

AAS^»|BS®T&«1S!IU U7^f-f^hD 
"9--f h»JB#?£fc5GFAP^fi£;Ml£#WWLTV> 

[oi2 4] nmm2 ■. 'jj^mha^ mc 

ttt 5 G A B A ASftftOJ&SS @«-r-5ffi* 

«6 





m m 


GABAA SgfrlSS 


« * 


(■» 


(pA:eean+S.E.) 






8 + 6 


2 


0,3 


193 =t J 33 




1.0 


628 ±227 


2( 2) 


0.1 


114 ± 81 




0.3 


527+201 


2( 5) 


3.0 


326+148 


2( 8) 


0.3 


184.0 + 118.1 




3.0 


528.0 + 160.2 


2( 8) 


1.0 


470.6±124.9 




3.0 


808.6 + 325.4 


2( 9) 


D.S 


236. 4± 85.5 


2(10) 


0.3 


800.0+415.6 


2(12) 


1.0 


672 ±242 




3.0 


1109+227 



[0126] [^17] 



£8tftb (10 s cells/dish) . Wi 79?-<t 777, h 

©GABAA»«M?*ftS»m fcH*fcUTWlEL 
&. 

[0 12 5] 
[151 6] 
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(30) #BB¥7-3 1 60 92 

57 58 

*7 





m i« 


G A BAA SSt&tM^ 


» ^ 




(pA:aean±S.E.) 






8 + 6 




0.3 


37 ± 26 


VPA* 


1.0 


193+141 




3.0 


1263+303 


7 


0.3 


213.1±150.1 




1.0 


361.7+306.3 


7(1) 


0.3 


260.0+ 47.3 


7(2) 


0.3 


780. 0+226.4 


7(4) 


0.8 


163. 0± 60.4 1 


7(8) 


1.0 


59.0+ 20.6 


7(9) 


0.3 


512.1+233.1 




3.0 


226.3+ 60.5 


7(l« 


3.0 


285.7+103.6 


7(LB) 


0.3 


105 ± 65 




1.0 


417 ±140 


7(17) 


0.3 


259. 0± 33.7 


7(1B) 


1.0 


653. 6+440.7 


7(2B) 


3.0 


344.7±342.5 


7(28) 


3.0 


122± 44 


7(30) 


0.3 


233+ 90 




1.0 


675+201 




0,3 


51 ± 23 


7(31) 


LO 


585 + 278 




3.0 


590 ±180 


7(32) 


0,1 


48+ 20 




0.03 


40+ 23 


7(33) 


0.1 


237 ± 69 




0.3 


1260 + 521 


7(37) 


0-3 


139+ 52 




3.0 


595±i90 




* 


* tel 8] 








m m 


G A BAA &g#f&g 




CM) 


(pA:nean±S.E.) 


9 


3.0 


467±187 




0.3 


35+ 15 


II 


1.0 


190+134 




3.0 


281+174 


13 


3.0 


171 ± 55 




0.03 


85+ 41 


2-PNA** 


0.1 


107± 50 




0.3 


380±124 



* VPA : A f ;^aftt h 

** 2-PNA: 2-^oW/t>i 

&t«lWU7^f^^7XbP^h$7 50 [0 1 2 8] *&0U3 : #gfflfi&-TX h DIM 
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&m¥7-3 16 0 9 2 



60 



mvctjffi nmm i tmm\zvxm&.^rr77. hod- 

-i 1 4 BMiSgbfc. ®mvit7X Kntf-r h- (3 
X10 5 cells/well) tc. Jl&£ 1 9 H m<D5y h*JKSJ; 
D^*WSL,it»iS»fiS (3X10< cells/well) «jp 

UtfAtS (3mM) tt7XhniM h fcttSttASAl*. 
Stdl^fc^lniL, (3mM) 
8&£3~4BZr.i:K:£&b&. 

MS*] fS««rS8JC^-r. 

[0 12 9] 

[«1 9] 



$ %9 


(M&««£22BB) 






VP A* 


60-70% 



[oi3o] mm A : ^Kw/s^jiaic^-rs^ 
?tbminLT&\,->ftmm®mmm& 2 o^rassss-bfrfc 

«J;D30 Omg/kgCDJBfiTl B1HJ> 4BRB§r4 
[0 13 1] m3hm4k#m$m& : 7,y-yf7yf (st 

ep-up ) Mommmzm^Tfttz^fr. *-m^*HT 

ttibfc. ^#lHiai§tt<D«-&. FZ-SHUTl 0«J> 
V>7**S-7LlZ. 7 y h •> 3 y ? I: i D 591^1 

fflBlTlB5lHF, 2BWfH 0|Uff^t>&. 

[0 13 2] Hgjg] ISigSB 1 tC^f. IE^i!l«!l»tt 

6.1±0.7 @, 4.8±0.8 
Lfcj&t. dBjfa^flgpH 2.8±0.8 [arcfcofc. b*>U 
A;i^ne^hU^AE©&#lcj;D0&KJStt 5.3± 
0.8 @£jfcb. ^l&WBfflt-tStlKi^ftleiaKj&S 

[0 13 3] 

[sit] *»^ic^*n«.#*a^*«fc^ne©* 



n;^nK^-hu^Ai&*'7^xfcigp 

ja#l/feWf©LD5 Ofitttl700mg/kgT&£ (Merc 
k Index, fgll|& 1559JO . fot, *%Klr^*n 

^TfJ&O, JIbTv** -5. 
[0 13 4] 

im&&^<Dmm — ussse (i) ^«ttx (x) tssn 
mffim±mm. *u -?«*!»£«*£«) . is 

[0 13 5] *56MtC^*n^&^^*«t^©* 

f±. mmmm. *ssisw 

^TCfcOSfc-Sj^ fflttlfcA— A$>ftK>. lHJKlmg 

~iooomg©«gH"e. i b i m^is&iHijiiaift-^n-s 

#>. SfcttllHlfcl 0 0 *ig~l 0 0mg©«8H"C. 1 
B 1 D3#> ^«Cl5I#igPi9:# (#£ b < ttftftrtSfcttM 
^rtt9:#) sns. WfflbfcJ;^JcJ9:#a« 

Z>m\z\Z. £P 

[0136] moiBL5-o>Tcibv)&#mmgs\z\*. mm. 

^^<<h*>^to©^«ttfj:«-»{SJ (IL 
U KX P<^^r'fK7';P3;i/ev^'>»?A^) tjg-& 

isv&m) , Js/iMfii&ai (7^=:>, y;^5>e, 

7X/^f>S^) ^SfftfldW (t hifa»7;l/^5>. 
7? r--X«) Sr^WbT^Tt)*^. 
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[0137] mn^<Djt^(Dm.im^tvx\t, *§ 
mm. %mm* mmm* fayym* xu*->ww«^ 

\,**>nz7Fm&ttiftiRM mm*. x*/-;m?) 

2868691 ^, H3095355 ^9!iM#»3*<D*j*ftfl|Vi-5^ 
[0 13 8] ?N^&5©fc&©ffitt#f&UTI;t, ft* 

«. £©«k5&a*raRifc43^Ttt> ia*fct4 2a£t± 
;k * u -:/ift> x* / — ;k 3}? u v;k?- h 8 0 (s 

SJtt. S&tClMBII. SjHSO. MHM. dftfe 3c«rt; 

(7**X>, ^;^5>S. 7X/t7*>iS, #<Jlf 
=*KniJF>» o*5a:*ltta*-MrbTV>Tt>J: 

[0139] ens a, a*. 3® (rtjf'J7«t7 

[0 140] 

[##09i5<fcOtH;5609J «T, ##09*J:^«B«(fc < t 

[0141] ##m 

MS4 2] 




[0142] 5-fc HP+->^>^t- )l (1.00g) © 
^>i?>Sfg (15ml) \Z. 7)lzl>%MT* (1- 



#H¥7-3 16 0 9 2 

X*7> (5.52g) £Jn*.T, 8 OtTl 5CT}g#L, 

: BWBX9\H/= 3 : 1) -CftftLT. T 
S^rr SfilSfl:-&«J (1.17g) 
T L C : R f 0.42 C\*»> : »ilfJ|/=2 : 
1) . 

[0 14 3] ##092 
Hfc4 3] 




[0 14 4] ##091TKjgL£fc£fe (3 8 9mg) 
Ofh5tHQ75>il! (5ml) \z. 7)V=t>%M 
T. -^^f^XW+yH (5ml) . MJxg^TS 
> (3ml) mzZfiXfryy— HJ^+IM HKUS?> 
(6 1 9mg) £Jfi;fc&Il*.T> ^jST4 0»ra«» 
bfc. Kifc&ifcSx-TMi/TSmu gfrfnigfl; 

>"J*yjI,*5A <^*U-> : »I£X5^= 7 : 1) T 
tt»U TE©4fetttt**-r*8Hfl:-&«ij (2 6 8m 
g) 

T L C : R f 0. 55 C\^-y-> : S8lff= 3 : 
1) . 

[0 14 5] ##093 
Mfc4 4] 




[0146] i?x^*T 5 y XJlo? 7 - h U 7JW9-f 
H (DAST) (3 9 3/il) ©&*$># DD 
«£ (2ml) t£. 7^=f>St«rF. ##09 2TKjgLfc 
(2 6 8mg) ©&*>?? DDpl^^fgl (2m 
1) £—7 8 < CT$TFUfc. ffi£r«j£0'C-e 2.5BIMI 
SJS®-&4»€:X-7 L ^-e*|RL, *:fc«i:tfS?iJ 

S8lf;P=2 0 : 1) -eBSU. TIB<D4&ttffi£:rr 
«flHflS^4fr (2 7 5mg) 

TL C : R f 0.49 C\**> : »8l?A= 1 0 : 
1) . 

[0 14 7] ##094 
Mfc4 5] 
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64 



/y OH 

— XOOC 2 H 5 

[0148] fh7tHn77> (THF) (6ml) 
S-7 8"C»r?&«IU. U^ASM yyPhT;PT5 H 

(LDA) ©THF&Sc (2.94ml) $Jn^ «t#L 
fc. jf-^ifclC. 4, 4. 4-N>J7MD^>Rl 

^jvxx^ d.oog) san*. -7 8*c-c2o»ra« 

m&WZ-furt-f—fi, (0.47ml) £$TFU 

- 7 8 "ct? i 5 ftmmmsit. &&&&& 2 njsktk 

»»xf;l-=5 : 1) TSe^tttt**?-* 
gljg{fc£-fe (8 7 5mg) 

T L C : R f 0.33 (^\^-y-> : m&X?-)l=5 : 
1) . 

[0 14 9] ##095 
Wb4 6] 

aOSO*CH 3 
COOC2H5 

[0 15 0] #^<W4T?SiiiLfc<t-&!» (8 7 5mg) 
S-^OD^^> (10ml) fch«jx^»k75> (1 

mi) om^mmzmmv. ott»iL&. jg-&& 

IC ^^/-xWrMn^P (0.446ml) £iBT 

***#u fc*fi&fcv^*~>r7AT&«^ «ffiT»*B 
U fc. ^iS £ v- U * -7* )Vt> =7 A (^1t > : ftffixf 1 ;!/ 

= 10:1) -ettau. Tia©4&eM*#-rigs^-& 

«J (5 4 Omg) 

TLC:Rf 0.33 ('\*tJ-> : #BEX^;k= 2 : 
1) . 

[0 15 1] ##096 
Hfc4 7] 



COOCzHs 

[0152] ^ms-emmviut-eiVi (54 omg) 

©^>if>&» (6m I) IC. 1, 8-i?Tiftf->^D 
[5. 4. 0] -7-£>7Hf> (DBU) (1ml) 

Sip*, 2i^wSS6Lfc. §f, Sftt 

x3\>K?»tfii,fc. ^ra^!£2Nifie. tk^^^^t^ 



10 



20 




81x^=3 0 : 1) TStKU TE©4f5tt«*W-rs 
£gfc£& (3 3 5mg) 

T L C : R f 0.55 (^\^-9-> : »S|x^;i/=5 : 
1) . 

[0153] mmmi 

[4124 8] 



COOCH, 



[0 15 4] &*Zm3-cmmLfz1t&V) (2 7 5mg) 
©x*y-;nfctt (3ml) 7;y=f>asfET> 10 
X/f?^/*** (3 Omg) *JD^. *§JSfUrF. £ 

TLC:Rf 0. 62 : S8lf;l.= 1 0 : 

1) . 

[0 15 5] &MW2 
[ft4 9] 



COONa 




[oi5 6] %Mm\-cimLtc.ibsm<D3i2 

S»t (8ml) C, 5 NtKBI^^- h U >>A*Jgft$ (2 m 

ao i ) *mxx 7 o -ct? 2 mmmtvtzo KH5&£m*m 
tsu mm* 2Nmm-cmmzu mm^jmmmi, 

K^^^ATlg&bfc^ &teT«*8L&. aas 
->'J*y;V*7A : SBif ;N 5 : 1~ 

2 : 1) 7U-OM#>K# (2 3 8m 

g) Z.tl(D3L? / (5ml) CIN* 

KYb^- h U -7A*»«I (1.06ml) *sn^., *g$*saMg 

TLC:Rf 0.21 (n-^+h> : gfKx^;i/=5 : 
40 1) ; 

I R : v 3392, 2935, 2871, 1557, 1456, 1416. 131 
8, 1173, 1123, 1058cm- 1 ; 

NMR : 6 5.87(lfl.tt), 2. 22 (1H, m) . 1.98-1.23(12 
H.m), 0.94(3H.t) . 

[0 15 7] HJ8CT2 (1) ~2 (1 0) 
ffiUJ-T £ 7 JP5r t H Srffl HT. 1 2 

#«y 3 ->mmm 1 -isssej 2 *&tt#%0ij 1 -##$g 3 
-iijsct 1 ->mmm 2 1 -»$mm 1 -ssss 

« 2 tmmz&fchT. K\z7h-?*m\fc&®>*%Tz, 

50 [0 158] §HJg0i2 (1) 
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66 



[ft5 0] 




COONa 



[0159] TLC:Rf 0.24 (n-*\tt> : ft® 
X^;i/=3 : 1) ; 



NMR : 6 5.87(lH,tt>. 2.22(lH,m), 2.00-1.20(16 
H,m), 0.94(3H,t) „ 

[0 166] §§*S0j2 (5) 

[ft 5 4] 



COONa 



[0 16 7] TLC : R f 0.41 (n-^-y-> : mm 




I R (KB r) : v 3436, 2963, 2937, 2875, 1639, 10 X3\^=2 : 1) ; 

1558, 1495, 1412, 1326, 1195, 1123, 1048, 964, 583 I R (KB r) : v 3651, 3436, 2961, 2936, 2874, 

cm " l : 1640, 1553, 1458, 1412, 1322, 1113, 1021, 935, 563 

NMR : 6 5.89(lH,tt), 2.23(lH,m), 2.0-1.2(8H, cm 1 ; 

m), 0.95(3H, t)« NMR: 6 4. 40(2H, dtd), 2. 21 (lfl, m) , 1.85-1.25(8 

[0 16 0] mm&t2 (2) H,m), 0.91(3H,t) . 

1] [0 16 8] HJSCT2 (6) 

[ft 5 5] 





COONa 



[0 1 6 1] TLC : R f 0.01 (n-^\^> : mm 
X^=l 0:1); 

I R : v 3366, 2934, 2863, 1557, 1416, 1124, 1032 
cm 1 ; 

NMR : d 5.87CLH, tt), 2.23(lH,m), 2.00-1.20(14 
B,in), 0.94(3H,t) . 

[0 162] mmm2 (3) 

[ft5 2] 



COONa 



[0163] TLC : R f 0.64 (n-^\^> : mm 
X.^JV= 1:1); 

I R (KB r) : v 3401, 2874, 1564, 1447, 1417, 
1380, 1320, 1182, 1121, 1048, 1005, 835, 755, 559, 
427 cm - 1 ; 

NMR : 6 5.87QH, tt), 2.24(lH,m), 2.00-1.20(10 
H, m), 0.95(3H, t) 0 

[oi64] mmw2 (4) 

[ft5 3] 



COONa 



[0 1 6 5] TLC : R f 0.55 (n-'V*U-> : fflB 
X^=2 : 1) ; 

I R : v 3368, 2932, 2860, 1556, 1445. 1418, 112 
4, 1039, 859, 727cm 1 ; 



20 




30 




COONa 



[0 16 9] TLC : R f 0.61 (n-^^ : mm 
X^=l : 1) ; 

I R (KB r) : v 3402, 2935, 2873, 1561, 1459. 
1415, 1321, 1112,1037,750, 560 cm 1 ; 
NMR : 6 4.43(2H,td), 2.23(lfi,m), 1.90-1.20(10 
H,m), 0.95(3H, t) 0 

[0 170] mi&M2 (7) 

[ft56] 



COONa 



[0171] TL C : R f 0.43 (^V*^> : »8Xf 
)l=3 : 1) ; 

I R (KB r) : v 3436, 2936, 2862, 1556, 1467, 
1443, 1418. 1390, 1337, 1257, 1211, 1178, 1145, 10 
41, 837, 728, 656, 567 cm - 1 ; 
40 NMR: 5 2. 33-1. 94(3H, m). 1. 67-1. 18(6B,m), 0.90 
(3H,t) e 

[0 17 2] *jS0J2 (8) 
[ft5 7] 




FaC 




COONa 



[0173] TLC:Rf 0.36 (n-A^if> : mm 
x^;i.= 2 : l) : 
50 I R (KB r) : v 3401, 2982, 2937, 1561, 1466, 
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1446. 1418, 1392, 1360, 1311, 1257, 1209, 1153, 10 
97, 1041, 1017, 926, 846, 756, 656, 551, 422cm 
- 1 . 

NMR : 6 2.3O-1.90(3H,m), 1.75-1. 15(88, m), 0.91 
(38, t)„ 

[0 17 4] fm&2 (9) 

UtS 8] 



COONa 



[0 17 5]TLC:Rf 0.49 (n -^D-> : IE& 
X^;P= 2:1); 

I R (K B r ) : v 3431, 2937, 2863, 1639, 1554, 
1460, 1443, 1415, 1390, 1319, 1257, 1190, 1146, 10 
37, 838, 656 cm -1 ; 

NMR: 6 2. 35-1. 95(38, m). 1.70-1. 10(128, m), 0.9 
0(3H, t) „ 

[0176] mm 2 (1 0) 

Wt5 9] 




ISC 




COONa 



[0177] TLC:Rf 0. 36 (n -^\=H*-> : 
x.f)V= 3 : l) ; 

I R (KB r) : v 3436, 2937, 2876, 1736, 1555, 
1459, 1420, 1390, 1336, 1256, 1200, 1148, 1083, 10 
26, 839, 656 cm -1 ; 

NMR : 6 2. 30-1. 95 (38, m), 1. 74-146 (108, m), 0.90 
(38, t). 

[0 178] mmW2 (1 1-1 2) 

6 -emfeVTcfc^to. &5 ^i«^Si^§•t•&rt;£<ftS■ 
ffl^>T, ##«4-»##W5-##W6tll«IC»^U 

tn^titzit^^m^T. m&m 1 -*mmm2 tmm 
[0179] mmm2 (i i) 

Wk6 0] 



COONa 



[0 180]TLC:Rf 0.40 (^\=Hf> : SfSlf 
;P=2 : 1) ; 

I R (KB r ) : v 3436, 2965, 2879, 1572. 1439, 
1416, 1377, 1328, 1254, 1158, 1117, 1083, 995, 95 
7, 866, 830, 743, 660, 625, 592, 515 cm 1 : 
NMR: 6 2. 73-2. 40 (28, m). 2.25-1.94(lH.m), 1.70 
-1. 25(4fl,n),0. 92(38, t)„ 
[0 18 1] $mm2 (12) 



6» 



Hfc6 1] 



F 3 C 




COONa 



[0 18 2]TLC:Rf 0.22 (<v*1*> : fif&X^ 
^=3:1) ; 

I R (KB r) : v 3431, 2960, 2876, 1562, 1460. 
1418, 1389. 1340, 1306, 1257, 1227, 1155. 1099. 10 
10 51. 985, 907, 858, 572 cm " l ; 

NMR : 8 2. 30-1. 90(38. m), 1. 80-1. 20(68, m), 0.92 
(38, t). 

[oi8 3] $mm 

Mt6 2] 




Xx 

^^OCH, 



[0 18 4] H5S092 (8) -CjgjtLfcfl^&<D7U- 

©#;MS>Ktt;£-4& (o.5g) icffircre-g-U/l'jro 
F (1.85ml) SrftiA. SST2^M«#Lfc. K 

*zs7-V> (2 1 8mg) *±tfMJX?;P75> 
(lml) ©yIf;kx-7;kSS[ (10ml) fc. 0 
tTS?n7<H©i-T«« (2ml) S«TU 

immm&vfc. Ki&&f?t&& 2 n&k, **<tt;fiafn 

5(7 MJETSJgLfc. M«n-A^t>-»8lfJl' (1 

0:1) om&mm-cmm&i^ Tm<D®>&m%&?z 

(4 1 2mg) 

[0 185]TLC:Rf 0.43 (^-y-> : ftffix^ 
^=2:1) ; 

I R (KB r) : v 3449, 3243, 2951, 2870, 1655. 
1603. 1546. 1515. 1459. 1445, 1417, 1393, 1364, 13 
21, 1286, 1252, 1212, 1199. 1182, 1144, 1131, 109 
3, 1036, 832, 741, 656, 558, 529, 430cm" 1 ; 
NMR (CDCls +CDj 0D) : 6 7.46(2B.d), 6.86(28, 
40 d), 3. 80(38, s), 2. 38-1. 95 (38, m), 1.85(8B.m), 0.92 
(38, t) . 

[0 18 6] (1) ~ (5) 

^mms^mm 1 tmmizmftvx. ^z^r^m 
[oi87] m&m^ (i) 

Hfc6 3] 



50 
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R f 0. 63 (^\*U-> : gf&X^ 



[0 18 8] TLC 
fr=2 : 1) ; 

I R (KB r) : v 3280, 3090, 2955, 2875, 1640, 
1553, 1498, 1459, 1393, 1357, 1286, 1255, 1220, 12 
06, 1155, 1136, 1098, 1045, 1027, 1004, 836,743, 6 
93, 658, 580, 539, 491, 426cm 1 ; 
NMR : d 7.45-7.10(5H,m), 5. 90-5. 60 (IB, br), 4.4 
5(2H,d), 2.20-1.85(3H,m), 1. 80-1. 10(8H,m), 0.90(3 
H,t) o 

[0 189] mmmz (2) 

Wb6 4] 




[0 19 0] TLC : R f 0.38 (^DD»A : 
;-)l= 1 0:1); 

I R (KB r) : v 3293, 3253, 3189, 3133, 2955, 
2875, 1660, 1603, 1547, 1484, 1467, 1413, 1396, 13 
29, 1298, 1261, 1201, 1147. 1098, 1053, 1021, 942, 

887, 813, 747, 712, 636cm 1 : 
NMR : 6 8.56(lH,d), 8.35(lH,d), 8.21(lfl,dd), 
7.61(lH,s), 7.30(lH,dd), 2. 35-1. 90(3H,m), 1.90-1.2 
0(8H,m), 0.93(3H, t) ; 

[0 19 1] *SSW3 (3) 

Wb6 5] 

F 



N^^COOH 



O 

[0 1 9 2] TLC : R f 0.20 (^DD/fr^A : *9 
/-)V= 1 0:1) ; 

ttmytm: O] D -25.39° (c=1.01, X^/ — 
M ; 

I R (KB r) : v 3293, 3089, 2940, 2878, 1719, 
1646, 1547, 1466, 1397, 1377, 1360, 1327, 1287, 12 
60, 1222, 1210, 1132, 1054, 1025, 946, 837,659, 59 
2, 422 cm" 1 ; 

NMR: 6 9. 20-8. 60 (lfl.br), 6. 40-6.00OH, br), 4. 
75-4.40(lfl,br), 2. 30-1. 10(11E, br), 1. 00-0. 85 (3H, b 
r) o 

[0193] $mW3 (4) 



70 



Mfc6 6] 

F F ^] H ° 



Rf 0.29 (i^DD^M: 



10 



[0 19 4] TLC 

1 0:1); 

IR (KB r ) : v 3302, 2960, 2876, 2664, 1694, 
1661, 1591, 1552, 1451, 1414, 1359, 1288, 1257, 11 
94, 1148, 1093, 1050, 1016, 948, 911, 815, 756, 68 
5, 665, 564 cm' 1 ; 

NMR (CDCls +CDs 0D) : 6 8.07(lH,dd), 7.98(1H, 
d),7.78(lfl,dd), 7.41(lH,t), 2.42-1. 90 (3H, m), 1. 85- 
1. 15(8H,m),0.93(3H, t), 

[0 19 5] mg&m3 (5) 

Wfc6 7] 



20 




[0 19 6] TLC 
;i<=5 : 1) ; 
I R (KB r) : v 



Rf 0.54 ittmnT- 




3031, 2960, 2875, 1733, 1498, 
1456, 1392, 1256, 1210, 1148, 748, 700 cm 1 ; 
NMR (CDCls) : 6 7. 30-7. 19(5H, m), 4.32(2H,t), 
30 2.94(2E, t), 2.40-2.25(lH.m), 2. 10-1.85(2H,m), 1. 80- 
1.10(8H,m), 0.86(3fl,t) o 
[0 19 7] ##057 
Mfc6 8] 



COOCHa 



[0198] DA ST (3 1 6 it 1) <Dmfci?Z?UU* 

*>mm (2mi) *c 7)v^>%mrf. ##pjits 

40 iiLfcft^ (4 0 Omg) (D&^JS/UU^&Z/mm 
(2ml) &-7 8°CT»TL&o jK«0WL5 

OXYJIX^A (A+t>:»Sx^=2 0 : 1) 7? 

issu ym<D®i&m&m?2>&mti:&®i (132m 

g) £»fco 

T L C : R f 0.67 : BfiXf;|,= 3 : 

1) • 



50 



[oi9 9] zmm 4 

Mfc6 9] 
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COOCHs 



[0 2 0 0] &mM7-V®m\sttlk&® (1 3 2mg) 
OX^/-JVSIt (2ml) \Z. 7J13>§5.WT. 10 
X/t?3?9Att* (lOmg) san^t, 7K^85T, £ 
fiT2Nfffi»L<SafsLfc. E*«d«*-fc^-f hT?3 

T L C : R f 0.48 (-\+-9-> : »HX5 1 ;P= 1 0 : 
1) . 

[0 2oi] $mms 

[ft7 0] 



COOC2H5 




20 

[0 2 0 2] iMV^Dbf^TS^ (1.3ml) 
fK7tFn77>St (10ml) fc, TJPrf>^8fE 
T. 0*CT? 1.6M n--?7)VVttJ±0><\tt>i»m. 

(4.6ml) «TFU 3 0#f8MB#Lfc. KjGWKE 

7i^jHfKif;nxf;i' d.oog) of h^hpD 

77>^» (3ml) S- 7 8TC*CHTFl/» 4 0#W& 
tfLfc. £*»1*fcl-3— F:/cm> (l.24g) ©f 
h5t Fn^^jgjfc (2ml) tA+t^fWX* 
;PT5H (2ml) ©jg-&j§»t£}fcTU 3B$K|je#U 
it. £lHM4tex— fflWfiflsT^x 30 

*m?A W>:»8lf*=4 0 : 1) T?S 
«U C(TCDttCI«««rr««(Hfi:«tt (7 8 8mg) 

T L C : R f 0.43 C\*»> : Sfll^=2 0 : 
1) . 

[0203] mmm6 

Hfc7 1] 




COOCHa 



[0204] 2-tH D=^->^>^ >K^f JUXXf ;P 
(1300mg) ©y^fWM72 FS» (3ml) 
fc. 7iI^=f>^tSfET» O'C-CTK^^-hU'^A (10 9 

mg) sjjdk., si&T3 o#mnmviz. K&m&mz 

l-3-H^D^> (26 6» 1) 8l$rajft# 




iifjv=3 0 : i) -e«su SkToto&mzjrtz 

&m<t&8Q (9 lmg) 

T L C : R f 0.75 C\*-y-> : S8xfiN3 : 
1) . 

[0 2 0 5] SUS0H7 
Mb 7 2] 



COONa 



[0 2 0 6] *JSM4-eSiSbfc^#;oXi5'/-;^ 
* (2ml) t. 5 N*»fl^ MJ ^AzKjgfflE (0.5m 

1) 6 0'CT2Bfffl«t#L*:. £&ig£4&£« 

$BU afS*2Nl8TKtl;L.. IMUc^JkClfttBL 

)V*J7l± (^*U-> : BBfcX5MW=4 : 1~2 : 1) T? 
««U 7U-©*JWf>i» (112mg) £f§fc. 
nncox^y-;i/^»c (2ml) tc. lN*»ftth'J 
£A*jgJ£ (5 3 4^1) »*LTTiE©igjffi 

T L C : R f 0.12 (n-'s+IJ-^ : B®X3=-;l<=4 : 
1) : 

I R : v 3368, 2934, 2862, 1557, 1455, 1417, 131 
8, 1044, 749 cm- 1 ; 

NMR : 5 4.43(2H,td), 2. 23 (1H, m) , 1.85-1.20(12 
H,m), 0.94(3H,t) . 
[0 2 07] $mm7 (1) ~7 (22) 

km 4 -mm 7 *fctt##«ai i - mmm 4 hun 7 
[0208] mn&m7 (1) 

Hfc7 3] 




COONa 



[0 2 0 9] TLC : R f 0. 38 (n -**tt> : 
lf*-3 : 1) : 

NMR : 6 4.43(2H, td), 2.23(1H,id), 1.89-1.22(14 
H,m), 0.95(3H, t) „ 

[0 2 10] imm7 (2) 

Ht7 4] 



COONa 
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[0 2 1 1] TLC : R f 0.74 (n-^D-y : 
X^= 2 : 1) ; 

NMR : 5 4.43(2H, td), 2.22(lH,m), 1.85-1.20(16 
H,nO, 0.94(3H, t) o 

[0212] §HJg097 (3) 

Hfc7 5] 



74 



ca 



■COONa 

[0213] TLC:Rf 0.33 (n-^-y-> 
X^;W=4 : 1) ; 

NMR : 5 2.32(lH,m), 1.97-1. 80 (IB, br), 1.77-1.0 
3(14H,m), 1.00-0.70(5H,in) . 

[0214] mmm7 u> 

Wt7 6] 



COONa 



[0 2 2 1] TLC : R f 0.30 (n-'VHJ^ : 
X^=4 : 1) ; 

NMR: 6 7.30-7.00(5H,m), 2.60(2H, t), 2.21(1H, 
m), 1.7&-1.15(8H,in), 0.89(3H,t) o 
[0 2 2 2] ^US«7 (8) 
10 [ft8 0] 



COONa 



[0 2 15] TLC : R f 0.29 (n—M^J^ 
X^;l/=4 : 1) ; 

NMR: 6 2.13(lH,m), 1.80-1.05(172,111), 1.0(H).7 
3(5H,m) o 

[02 16] *SSW7 (5) 

Mk7 73 

COONa 



[0 2 1 7] TLC : R f 0.35 (n-^*^ : Sltt 
X^;P=4 : 1) ; 

NMR: 6 2.17(11,111), 1. 78-1. 05(19H,m), 1.0(H). 7 
0(5H,m) a 

[0218] ^Jg«7 (6) 

Wt7 8] 



[0 2 2 3] TLC : R f 0.31 (n-^\^> : mm 
X^)V=3 : 1) ; 

NMR: 6 7.35-7.00(5H,m), 2.58(2H, 0, 2.30-2.05 
20 (lH,m), 1.80-1. 10(10H,m), 0.89(3H,t) o 
[0 2 2 4] mfeW7 (9) 
Ufc8 1] 



COONa 



[0 2 2 5] TLC : R f 0.21 (n-^tty : 
30 X^=5 : 1) : 

NMR: 6 7.20(2H,m), 6.92(3H,m), 3.99(2H,m), 2. 
27(lB,m), 1.89-1.31(8H,m), 0. 95(31, m) 0 
[02 26] $mm7 (10) 
Mfc8 2] 




oa 



COONa 

[0219]TLC:Rf 0. 32 (n -A*U-> : g|& 
X^;i/=3 : 1) ; 

NMR: <5 7.30-7.05(5H,m), 3.00-2.85(lH,n), 2.70 
-2.40(2H,D), 1.70-1.10(4H,m). 0.87(3H.t). 

[0220] $mm7 (7) 

Mb7 9] 



COONa 

[0 2 2 7] TLC :Rf 0. 26 (n -'V^-tf-> : fi£K 
X^=3 : 1) ; 

NMR: 5 3.55-3.35(4H,m), 2. 36-2. 15(lH,m), 1.95 
-1.23(6H,ib), 1.16(3H.t), 0.91(3H.t) . 

[0228] HJSW7 (1 1) 

Mfc8 3] 



COONa 

[0 2 2 9] TLC : R f 0.16 (n-^it> 
50 X^;V= 2 : 1) ; 
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NMR : 6 3.40(2H.t), 3.29(3H,s). 2. 35-2. 15(1H, b 
r), 1.92-1.20(6H,m), 0.91(3H,t) 0 

[0 2 3 0] Sy6W7 (12) 

Mfc8 4] 




[0 2 3 1] TLC : R f 0.32 (n-^\^> : 
X5^=l : 1) ; 

NMR: 6 3.50-3.20(5H,m), 2. 30-2. 05 (IB, br), 1.7 
5-1.15(8H,nO, 0.90(3H,t)o 

[0 2 3 2] m&W7 (13) 

Wb8 5] 




[0 2 3 3] TLC : R f 0.41 (n-'v**^ : mm 
X^;i/=1 : 1) ; 

NMR: & 3.55-3.38(4H,m), 2. 30-2. 08 (1H, m) , 1.70 
-1.20(8H,m), 1.16(3H,t), 0.90(3H,t) 0 

[0 2 3 4] m&W7 (14) 

Mb8 6] 




[0 2 3 5] TLC : R f 0.32 (n-'VHf^ : ft» 
X?MI/=1 : 1) ; 

NMR : 6 3.45-3.30(2H,m), 3.30(3E,s), 2.30-2.05 
(lH,m), 1.70-1. 15 (10H,m), 0. 95-0. 80 (3H, br) e 

[0 2 3 6] $mm7 (1 5) 

Wfc8 7] 




COONa 



[0 2 3 7] TLC : R f 0.22 (n -'V**^ : mm 
X3MP= 10:1) ; 

NMR : 6 2.32(lH,m), 1. 74-1. 02(7H,m), 0.92(9H, 

[0 2 3 8] $mm7 (16) 
Wb8 8] 




[0 2 3 9] TLC : R f 0.38 (n--N^> : mm 



(39) #W¥7-3 1 60 92 

76 

X^;i/=4 : 1) ; 

NMR : 6 2.15(1^111), 1. 70-1. 10(9H, m), 1.00-0.75 
(9H,m)c 

[0 2 4 0] £?jS097 (1 7) 
Mfc8 9] 




[0 2 4 1] TLC:Rf 0.34 (n-^it> : mm 
X^;i^3 : 1) ; 

NMR: 6 2.25-2.08(lH,m), 1. 65-1.05(13H,m), 0.9 
0(3H,t), 0.87(6H,d) . 

[02 42] mmW7 (18) 

[ft9 0] 




[0 2 4 3] TLC : Rf 0.35 (n-'vH*-> : IHi 
X^=3 : 1) ; 

NMR: 6 2.30-2.05(lH,m), 1. 67-1.07(UH,in), 0.9 
0(3H,t), 0.87(6H,d) . 

[0244] mmM7 (1 9) 

[ft 9 1] 



30 




[0 2 4 5] TLC : R f 0.34 (n~^+1^> : mm 
X^;P=3 : 1) : 

NMR : 0 2. 22-2. 05 (1H, m) , 1. 65-1. 05(13H, m) , 0. 8 
8(3H,t), 0.85(6H,t) . 

[0 246] $mm7 (20) 

Mfc9 2] 



40 




[0 2 4 7] TLC : R f 0.29 (n-<\*yr> : mm 
X^;i/= 5 : 1) ; 

NMR : 6 2.20-2.00(lH.br), 1. 65-1. 10(8B,m), 0.9 
&-O.80(12H,m) a 

[0248] 3mm 7 (2 1) 

Kfc9 3] 
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[0 249] TLC:Rf 0.53 (n : 
X?;i/= 3 : 1) ; 

NMR : 6 2.24(lH,m). 1. 70-1. 13(10H.m), 0.92(12 
H,n) o 

[0 2 5 0] $m&i7 (2 2) JO 
Mfc 9 4] 



COONa 



[0 2 5 1] TLC:Rf 0.47 (^DD/fc^A : 
/-;P=1 0 : 1) ; 

NMR: 5 3.53(2E,t), 2. 28-2. 10UH, m), 2.85-1.20 
(12H,n), 0.90(3H, t) . 
[0 2 52] mtm7 (23) ~ (33) 
*JbW 5 -cute SfcttHJfiW 5 [rfc^T^ 

^Dn>©f^fc)CUC3-^"n^- 1 -^n^^SfflVit 
5 -SlJSW 4-*S£0!l 7 tK«IC»fPbT^CtC^ 



[02 53] #£66097 (23) 
MH9 5] 



o 



COONa 



[0 2 5 4] TLC : R f 0.27 (n-^\^> : ft® 
X^)V=1 : 1) ; 

NMR: 6 7.40(2H,m), 7.20(3H,m). 3.45(1400, 2. 
OOdfl.a), L65(lfl,n),L30 (2H,m), 0.95(3H,t) 0 

[0 2 5 5] $mm7 (24) 

Mfc9 6] 



20 



40 



78 



[0 2 5 6] TLC : R f 0.12 (n-^1f> : SHK 
X^;U=1 : 1) ; 

NMR: 6 7.20(2H,m), 6.90(3H,m), 4.35(lH,m), 1. 
90(2H > m), L55(2H,m),0.95(3H,nj) o 

[0 2 5 7] mf&W7 (25) 

Mb9 7] 



[0 2 5 8] TLC :Rf 0.24 (n -^iJ-> : Sm 
X^;l/= 10:1) ; 

NMR: fi 2. 05-1. 02(14H, m) , 0. 92(3B, t) . 
[0 2 5 9] $mm7 (2 6) 
Mfc9 8] 



COONa 



[0 2 6 0] TLC:Rf 0.5 (n -^1*-> : S^K 
x^= 3 : 1) ; 

NMR: 6 2.04-1.00(16H,m), 0.94(3H,t)o 
[0 2 6 1] mi&W7 (2 7) 
Mfc9 9] 



COONa 



[0 2 6 2] TLC : R f 0.56 (n-^1f> : mm 
X?MV=1 : 1) ; 

NMR: 6 3.24(lH,dd), 2.63(lH,t), 2.60(IH,t), 
1.90-1. 30(101 m), 0,97(3H, t), 0.94(3H,t) ♦ 




[0 2 63] $mm7 (28) 
Mfcl 0 0] 



COONa 

[0 2 6 4] TLC : R f 0.11 (n-^**> : 
X^=l 0:1); 

NMR : 6 5.85(lH,m), 4.98(2H,n), 2.50-2.00(31, 
m), 1.20-1. 70 (4H,m). 0.93(3H,m) o 

[0 2 6 5] #a&0H7 (2 9) 

MklOl] 



50 
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80 




COONa 



[0 2 6 6] TLC : R f 0.29 (n~^\*1f> 
X^;P=3 : 1) ; 

NMR : 6 5.80(lH.m), 5.03-4.90(2H,m), 2.27-1.95 
(3H,m>, 1.65-1. 15 (lOUm), 0.89(3H,t) o 
[0 2 6 7] *S6«7 (30) 





COQNa 



[0 2 6 8] TLC : R f 0.31 (n-<\tt> : mm 
X^;l/= 5 : 1) ; 

NMR: 5 2. 19(lH t m), 1.65-1. 12(12H, m), 0.90(3H, 
t), 0.89(3H, t)« 

[0 2 6 9] mmm7 o d 

Wbl0 3] ^ 






COONa 



[0 2 7 0] TLC : R f 0.37 (n-^D-> : g|& 
X^;i/= 5 : 1) ; 

NMR: 5 2.30-2.07(lH,m), 1.65-1.10(10^0), 0.9 
5-0. 75(6H,m)o 
[02 7 1] |QS«7 (32) 

Wbl0 4] 30 



COONa 



[0 2 7 2] TL C : R f 0.31 in-^Ur> : gfK 
X5VP=5 : 1) ; 

NMR: 6 2.27-2.08(lfl,m), 1.65-1. 15 (18H.nO, 0.9 
5-0.85(6H,m)« 
[0 2 7 3] HlJSm (33) 

[ft 1 0 5 ] 40 



COONa 



[0 2 7 4] TLC : R f 0.50 (n-^^> : mm 
X^;i/=3 : 1) ; 

NMR: 6 2.25(lH,m), 1.70-1. 20 (14H,n), 0.93(6H, 
to). 

[0 2 7 5] 3QSW7 (3 4) - (38) 
&1&m 6 TSitbfcfl:^ £fcte*JB0J6 (C*5v>T 1 50 




[02 76] *J£0«7 (34) 
[ftlO 6] 



COONa 



[0 2 7 7] TLC : R f 0.11 (n-A^> : 

x^=i : i) : 

NMR: 5 3.65-3.45(2H,m), 3.71(lH,td), 1.70-1.3 
0(6H,m), 0.91(6H,t) . 

[0 2 7 8] $mmi (35) 

[ftl0 7] 



COONa 



[0 2 7 9] TLC : R f 0.29 (^DD^A ; 
y-Jl=l 0:1); 

NMR : 3 3.64(2H,m), 3.35(lH,q), 1.72-1.25(4. 
m), 1.19(3H,t), 0.92(3H, t) • 

[02 8 0] mmm7 (36) 

Mfcl 0 8] 



COONa 



[02 8 1] TLC :Rf 0.5 (SgXfJW ; 
NMR: 6 3.66(2H,m). 3.28(lH,m), 1. 74-1. 32 (8H, 
m), 0.96(6H, t) 0 

[0 2 8 2] 1*1*6037 (37) 

[ftl0 9] 



COONa 



[0 2 8 3] TLC :Rf 0.5 (SOUttM I 
NMR: 6 3.66(2H,m), 3.26(lfl,m), 1.76-1. 30 (10H, 
m), 0.96(6H,t) o 

[0284] $m&7 (38) 

Hfcl 10] 



COONa 



[0 2 8 5] TLC : R f 0.12 (n-'VfrU^ : 
X^=l : 1) ; 

NMR: 0 3.67(2H,ia), 3. 30-3. 15 (IE, m), 1.72-1.10 
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81 



(12H.BI), 0.98-0. 83(6H,m). 

[0286] zmms 

Mbl 1 1] 




[0 2 8 7] 2--?u\±)VJrir5ym (5 0 Omg) © 
M^>M>mWi (5ml) fc, ^fiT^+U-U^n 
7-1* H (3 5 0«1) Sin*. 5 0-C-T?3 0^|iajft*fb 

o%i>^)vrs.y^ms. (3mi) n. ottifD 

5<i HOfh7t HD75>ittl (3ml) &«Tl/. 
18tlHJi#Lfc., HiSJl^*ftKX^;i/T^S?b, 2 

;^^A (A++)-> : |tKi^=2 : 1) T«8tU 
TfB©4&ttffi£*rr£glE4fc£-|& (4 1 2mg) 
fc. 

[0 2 8 8]TLC:Rf 0.43 (n -'\*-tf-> : gffll 
X?;i/=2 : 1) ; 

I R : v 2957, 2928, 2857, 1661, 1646, 1466, 141 
4, 1397, 1337, 1262, 1155, 1111 cm -1 ; 
NMR (CDC13 ) : «5 3.04(3H,s), 2.96(3H,s), 2.65 
(lfl,m), 1.80-1. 10 (14H,m), 0.87(3H,t), 0.86(3H.t). 

[02 8 9] mmmS (1) ~ (6) 

[O29O]SS6038 (1) 

Wbi l 2] 




[0 2 9 1] TLC:Rf 0.19 (n-'\*-9-> 
X^;P= 2:1); 

NMR: 6 5.70-5.30(lfl,br). 2.81(3H.d). 2.02OH, 
m), 1.80-L 10(8H. n). 0.89(6H,1) . 

[0 2 9 2] $mm8 (2) 

Wfcl 1 3] 



10 



20 



30 



82 





[02 93] TLC:Rf 0.30 (n-'v*-9-> 
X^V= 2:1): 



NMR: 6 3.06(3H,s), 2.97(3H,s), 2.68(lfl,ni), L 
75-1.45(2H,ni), 1.45-1. 10 (6E.ni), 0.89(6H,t). 

[0 2 9 4] m&m8 (3) 

[ftlH] 



NH 2 



[0 2 9 5]TLC:Rf 0.22 (n -*\tt> : SfM 
X9^=2 : 1) ; 

NMR (CDC13 ) : 6 5.64(lB,brs), 5.43(lB,brs), 
2.11(lH,m). 1.80-1. 10 (14H,m), 0.90(3H.t), 0.86(3H. 
t). 

[0 2 9 6] $mM8 (4) 
Hfcl 1 5] 




H 

Y 



[0 2 9 7] TLC : R f 0.64 (n-<\*>&> : mm 
X^=2 : 1) ; 

NMR (CDC 13 ) : 6 5. 22(1H, brd), 4. 10(lH,m), 1. 
91(lH.m), 1.75-1. 18 (14H,m), 1.14(6H,d). 0.88(3H, 
t), 0.86(3H,t) o 

[02 98] mi&M8 (5) 

WtH6] 




[0 2 9 9] TLC : R f 0.41 (n-^\+1f> : 
X^;i/=4 : 1) ; 

NMR: 6 3.59(2H, t), 3.49(2H, t), 2.73-2. 58(lfl, 
m), 1.75-1.45(9H,m), 1. 45-1. 10 (llfl, m) , 0.93-0.81(6 
40 H,m) o 

[0300] mmms (6) 

litl 1 7] 




o 



[0 3 0 1] TLC : R f 0.20 (n-'VfrU^ : 
X^;i/=4 : 1) ; 
50 NMR : 6 3.67(4H,s). 3.68-3. 60 (2H,n), 3.59-3.49 
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(2H.m), 2.69-2.52(lH,oi), 1.74-1. 51(21 m). 1.50-1.0 
8(12B,m), 0.93-0.80(6H,m) 0 

[0 3 0 2] 

Mfcl 18] 



84 



COOCH 3 

[0 3 0 3] >M V^Dlf*73 > (1.6ml) 
THFj§8£ (10ml) fc. 7JP=f>MiST, OTCTl. 
6M n-:^WU^A©^ij->jg?fc (5.9ml) & 
S5TU 3 Oftmtmhtt. Kfa»16HZ*7)V 2-7 
□ H;^>^/X-h (l.OOg) ©THFjgjflE (3m 

1) &-7 8wm~rv. i5#mm#v. ^^1:20 
Kj&mGvmz, a.i7 g ) © 

THFS» (2ml) £-7 8"CTjltfL ^STl^fW 
2 O^JS^Ufc. ££JI£-<»K 1 NffittSiH^t. 

'j*y;v*5A (^-y-^ : it»x5 L ;w=4 0 : 1) r 
issu TEo«!ittfiS'rrsg@^ii& a.37g) s 

T L C : R f 0.45 (^*V> : If8lf;i,= l 0 : 
l) ; 

NMR (CDCh ) : 6 3.76(3B,s). 2. 1-1. 8(4H,m), 
1.6-1. l(4H,m), 0.92(6H,t). 
[0 3 0 4] msmo 



Hfcl 19] 



COONb 



[0 3 0 5] HJS«I9T«jtUfcYb-&«J (6 0 0mg) 
©$S*X~7^*g& (l Oml) ICv 7;Prf>aJTF, 
OlDTU^^AT^SX^AA-f H (119m 

g) £flB*.T, 3 0#ffl«#L;fc o S£ig-&4&£, X- 

Vfrfj^L. ('\+tJ"> : BPKx9\>P= 1 0 : 1) T«g 
U 2-9ua-2--?n\f.)\,-^>9 ;—)i*%it. z. 
Oit&tonMfcVirtiatfsmi (14ml) fc, y 
Jl^rf>m85T, 4Atl/^a7>'-^ (1.5g) tx 
*D2kft£US?9A (1.29g) ^ST3^rKSt 

[0 3 0 6] E&ig-&«3S\ X—x;UTf^L. ->0# 

Vh^?^- ('\^> : »Bl^=4 0 : 1) T 



)Vmm (3ml) fc. 2->t^-2-^5 1 > (0.2m 
1) Sim^fc. 3 SIC, ffilg^ffi^-hU^A (2 4 8m 
g) tO >gx*3i?:*- MJ £A • X*^l#j (2 15m 
g) (1ml) £Jn*.. ilT3 0 

fco SJiS®-&1S>*fi^l|X5 L ;l/T^S;L, Jto3«fctfffii|ilfc 

^Jk=l : 1) "CififfiU 7'J-0*J«>8flc (1 5 
if Omg) 7U-<D#Jl^>&#cDX^/-;Mg 
*E Oml) fc. 1 N*g6ft± HJ OMtigfl* (8 0 0 
M 1) SJD*., SEJEETStlSbT, gj®{fc;-&<8j (1 3 4m 
g) 

[0 3 0 7] TLC:Rf 0. 11 ('v*1*-> : gfc&X?- 
^=10:1) ; 

I R (KBrS) : v 3449, 2963, 2876, 1600, 143 
3, 1402, 1132, 763, 665, cm - 1 ; 
NMR: 6 1.28-2.14(8H,m), 0.95(6H,t). 

[0308] mmmi 1 

20 [fc 12 0] 



COOH 




[0 3 0 9] (±) - 2 -X5\/l<'vHJ->g ( 5g ) ^ 
J;tf*x> (5.6g) * 5 0 %Si£7-t h > (2 5m 

i) vzmm&m^tz^ -mm^xmmi'Tc.m^ 

DSISS (6 0) bfc. HteSfi**lfi»fcg*L v x 
1t&® (1 9 Omg) 

fiftM: Co] d -8.7° (c=2.59, CHCls ) ; 

I R : v 2964, 2876, 1708, 1461, 1290, 1231. cm 

-i . 

[0 3 10] ##098 
lit 1 2 1 ] 




50 



XOOCH 3 
OSOsCHg 

[0311] t;H*>#HSTn fh7bHP77> 
(THF) (5ml) fc, U ^)Ay>f V^n h^TS 
H<0^\^>-^h^t H077 >- X^;i^ 

(2M, 5ml) -7 0mftailft, ^ 

£ tlfcmmz > * Jl/XX x (1.33ml) CD 

THF Oml) Jg»£iBrFU - 7 0tr?3 0#fS« 
Wlsfco % &\Z?u/\1—)l (0.72ml) 0THF (3m 
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(44) #^7-3 1 60 9 2 

& 86 
1) SH»*WTU l^ia«T$e.tCl 5^ratt#Ufc. *g) £EZm&® (1144mg) 

5Lfcm&m~miMfcT>^-vi*7mi&&isa?L. mm io 3 i sj statm 3 

x^c»a U £tf ffift&l^TJB&ifc [ft 1 2 3 ] 

-ettSLT, kHD+-># (7 5 2mg) ' / " N ^^COONa 
[0 3 12] T;Prf>#HStT, k h'D*-># (5 5 0 

mg) <nmt*?\/> (1 0ml) mmz. MJX3MP [0 3 l 6] &mmi 2T8&UfcE# (l 6 0mg) 

T5> (0.57ml) - 2 OtJSrWIHILfc. # C 1 N*«bt MJ 9A*1W (3gml) fcjn*. £ 

e.n&g»:/->MD7-fH (0.29ml) «tu - ifl a-vim sets ocnitm. ^ltssic** 

2 0 1 0TCTT3 0#M«#L&. K«S6*«jMc T? 1 2^W«#Lfc. E***X-5^*«H!U 

[0 3 13] *7A^D7h^77^- (A^t>:»»I^=l 

22 J 0:1-2:1) TTflfSU 7U-©*JW?>*flE (1 

/\ 17mg) 7'J-©AM>i#*-Wf> 

[0317] TLC:Rf 0.22 (A.^-y-> : H&X^ 
[0 3 14] r^^>*H«T. ##W7T«3iLfcft ;V=3 : 1) ; 
^©^>-tf> (10ml) ig&lCDBU (0.56ml) IR (KB r&) : v 3436, 2962, 2933, 2872, 164 

*JflA, *ja-Cl 6IBfM«#bfc. KJS»t£# 1 NJ£H 9, 1558, 1461, 1411, 1111. 849, 798 cm - 1 ; 

fjctttf. amx.wvmmvfc. mBMtitt&x&m to 3 1 8] mmmmi -.mmomm 
> u * vfrfi 7A?n?hy77^- (^*u- > : mm 0 0 m g o&ttjft&c&rr&MM 1 0 0 

1^=2 0 : 1) TSSUT, lHft:6tt (1 6 4m* 

•5, 5, 5-hU7;^D-2-^nfcf;^>^>K^-hije;AJg...l 0g 

• MfftS U a-A«*^CrA OMMD 2 0 Omg 

• x-^T'j vtk*9**s*>i* mmm 1 o omg 

• SMSS-fe^D— X 9.7 g 

[0319] sai^igflj 2 : miosm wooing <»imtiift&<&rrzsm 1 o o m&mz. 

• 2 - :/P \±)V^>9 y&r V U Aft 1 0 g 

• MMtyu n-;ne*;i,v^A OMMD 2 0 Omg 

• XrTU GMBH) 1 0 Omg 

• flMea-k^D— X 9. 7 g 

mmommttdtw) s*it^77T»5. 
[si] sw7oR:hhU9/4irondbhi=#r«a 
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(45) 



#§!¥7-3 1 6 0 9 2 



[HI] 



8 r 



6 - 



8 

E 4 
W 



x 



IE » ft 



a mi 



(51) Int. CI. 5 

A 6 1 K 31/22 
31/23 
31/44 
31/445 
31/495 
31/535 
C 0 7 C 51/36 
53/128 
53A34 
53/19 
57/03 
57/30 
59/125 
59/68 
67/303 
69/02 
69/63 
233/05 
233/07 
233/25 
233/54 
C 0 7 D 213/40 
213/75 
295/18 

// C 0 7 B 61/00 
C 0 7 C 323/52 



9455-4C 
9455-4 C 



F I 



9450-4H 
9450-4H 
9450-4H 
9450 -4H 
9450-4H 
9450-4H 
9450-4H 

9546- 4H 

9547- 4H 
9547-4H 
9547 -4H 
9547-4H 



A 
Z 



3 0 0 



7419 -4H 
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